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DETAILED ACTION 

Response to Amendment 

The amendment filed 15 December 2006 is acknowledged. Claim 9 is amended. 
Claims 24-31 are new. Claims 1-9 are withdrawn. Claims 9-31 are under examination. 

Rejections Withdrawn 
Claim Rejections - 35 USC § 112, first paragraph 

The rejection of claims 9-17 under 35 U.S.C. 112, first paragraph for scope of 
enablement is withdrawn in response to Applicants amendment of claim 9. Specifically, 
the unexpected result of a decrease in EGFR concentration and its correlation to the 
presence of carcinoma (any carcinoma) in a patient is no longer an element of the 
claim, thus claim 9 now encompasses a general assay for detection of EGFR for which 
there is a high level of skill in the art. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
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the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 9-17 are rejected under 35 U.S.C. 103(a) is as being unpatentable over 
Harvey et al. (U.S patent 5,674,753, 1997), Partanen et al. (J. Occup. Med., 1994; 36: 
1324-1328) or Witters et al. (Clin. Cancer Res., 1995; 1: 551-557) in view of Graus- 
Porta et al. (EMBO J. 1997; 16: 1647-1655) or Olayioye et al. (J Biol Chem. 1999; 274: 
17209-17218), and further in view of Johansen et al. (WO 94/1 1734, 1994). Note that 
this is the same rejection that was made in the Office action mailed 7 May 2002 and 
thus the original rejection is herein reinstated. Further comment by the Examiner Is 
made on this rejection was made in the Office actions mailed 14 January 2003 and 21 
December 2005. This rejection was withdrawn in the Office action 19 June 2006, 
because the Applicants had incorporated all the claim limitations from claim 18 into 
claim 9, however, the current amendment leaves out step f), and without this step, claim 
9 and its dependents are encompassed by a method of measuring EGFR and 
comparing to normal values, i.e., the unexpected element of correlating a decrease in 
receptor levels is no longer an element of the claim, thus reinstatement of this rejection 
was necessitated by amendment. 



Application/Control Number: 09/676,380 Page 4 

Art Unit: 1649 

The basis of the original rejection can be found in the Office action mailed 7 
2002, with additional issues addressed in the Office action mailed 14 January 2003, 
which are herein incorporated by reference. To further explain, Harvey et al. teach 
detection of EGFR in serum, blood. Harvey does et al. do not detection in urine. 
Partanen et al. and Witters et al. teach the detection of soluble forms of the EGF 
receptor in serum (Partanen et al.) or urine (Witters et al.). Partanen, Witters and 
Harvey and their respective colleagues do not teach the specific antibodies or the assay 
technique recited by Applicants. Graus-Porta et al. (see Materials and Methods, p. 
1653) and Olayioye et al. (see Materials and Methods, p. 17210) teach the antibodies 
recited by Applicants for detection of the EGF receptor, these antibodies are against the 
extracellular region and thus detect both soluble and cell-surface forms of the receptor. 
Neither Graus-Porta et al. nor Olayioye et al. teach the assay method as recited by 
Applicants. Johansen et al. teaches an assay method in which one detecting reagent is 
immobilized using paramagnetic particles, the second is labeled with biotin, and the 
complex is detected with acridinium bound to streptavidin (see p. 1, lines 6-14). 
Although Johansen et al. does not teach direct labeling with acridinium, such a 
modification would be obvious to one of ordinary skill in the antibody art as a substitute 
for binding of the avidin-linked complex to the biotinylated molecule because it is a 
variation on the label, and does not change the outcome of the assay. It would have 
been obvious to one of ordinary skill in the art to modify the method of Harvey et al., 
Partanen and Witters to use the assay technique taught by Johansen et al. to detect 
soluble EGF receptors using the antibodies taught by Graus-Porta et al. and Olayioye et 
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al. for the following reasons. First, one of ordinary skill in the art would be motivated to 
detect EGFR, because Partanen et al., Witters et al., and Harvey et al. all teach that 
such detection is useful and detection of EGF is linked with certain types of cancer. 
Second, Graus-Porta et al. and Olayioye et al. teach antibodies that detect the 
extracellular region of the receptor, which would be useful for detecting soluble 
receptors. Third, Johansen et al. teaches an improved method of detection using 
labeled antibodies. Thus one of ordinary skill would know that the detection of soluble 
EGF receptors was useful, that mAbs R. 1 and 528 could be used to detect soluble EGF 
receptors, and that the assay of Johansen et al. would be expected to be useful for such 
detection. The skill in the antibody art is high, and one of ordinary skill in the art could 
expect success employing the methods outlined in the prior art, thus the claims do not 
teach anything non-obvious over the prior art. 

Conclusion 

Claims 9-17 are rejected. Claims 18-31 are allowable. 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
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mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Christina Borgeest whose telephone number is 571-272- 
4482. The examiner can normally be reached on 8:00-4:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Janet Andres, Ph.D. can be reached on 571-272-0867. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 




Christina Borgeest, Ph.D. 



ELIZABETH KEMMEREP 
PRIMARY EXAMINER 



